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abstract) . 

Bruno R; Olivares R; Berille J; Lebras E; Hammershaimb L; 
Rigas J R 

Rhone-Poulenc Rorer Drug Metabolism and Pharmacokinetics, 
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Baseline alpha- 1 -acid glycoprotein (AAG) and docetaxel 

(D) clearance (and/or exposure) were previously found to be independent 
predictors of D safety (all tumor types combined) and of time to> 
progression (TTP) in NSCLC (1) . The predictors of treatment outcome and 
survival of advanced NSCLC patients entered in 4 Phase II studies (n = 
180) of D (100 mg/m [Superscript 2]) were investigated using logistic and 
Cox multivariate regressions. Univariate analysis showed that compared to 
patients with high AAG (>=1.92 g/L (75 percentile)), patients 
with low AAG (<=1.09 g/L (25 percentile)) experienced more side 
effects (e.g. febrile neutropenia: 19% vs. 2.3%, p ~ 0.02) but had a 
higher response rate (44% vs. 14%, p = 0.002), a longer TTP (18 vs. 9.7 
weeks, p = 0.006) and a much longer survival: 16 months compared to 5.2 
months (p < 0.0001). In multivariate models, in addition to TTP (1), 
AAG was an independent prognostic factor for the incidence of 
severe side effects at first cycle (p = 0.006 with an interaction with D 
clearance) , for response rate (odds ratio for non response in high 
AAG patients: 5.5, p = 0.006), and for survival (p < 0.0001). In 
conclusion, low AAG is independently associated with better 
efficacy and longer survival in advanced NSCLC treated with 
docetaxel. (1) R. Bruno et al . Population 

pharmacokinetics/pharmacodynamics of docetaxel in phase II 
studies in patients with cancer. J. Clin. Oncol., in press. 
(C) American Society of Clinical Oncology 1998. 
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SUMMARY LANGUAGE: English 

AB Purpose and Methods: Future progress in the care of children with cancer 
requires appropriate evaluations of promising new agents for pediatric 
indications, beginning with well-conducted phase I trials. This report 
summarizes current guidelines for the conduct of pediatric phase I trials 
and represents a consensus between American and European investigators. 
The primary objective of pediatric phase I trials is to define safe and 
appropriate doses and schedules of new agents that can subsequently be 
used in phase II trials to test for activity against specific childhood 
malignancies. Prioritization of agents for evaluation in children is 
critical, since many more investigational agents are evaluated in adult 
patients than can be systematically evaluated in children. Considerations 
used in prioritizing agents include activity in xenograft models, novel 
mechanism of action, favorable drug-resistance profile, and activity 
observed in adult trials of the agent. Results and Conclusion: Distinctive 
characteristics of pediatric phase I trials, in comparison to adult phase 
I trials, include the necessity for multiinstitutional participation and 
their higher starting dose (typically 80% of the adult maximum-tolerated 
dose [MTD] ) , both of which reflect the relative unavailability of 
appropriate patients. The application of uniform eligibility criteria and 
standard definitions for MTD and dose-limiting toxicity (DLT) help to 
assure that pediatric phase I trials are safely conducted and reliably 
identify appropriate doses and schedules of agents for phase II 
evaluation. Where possible, pediatric phase I trials also define the 
pharmacokinetic behavior of new agents in children. 
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AB Natural killer (NK) and interleukin-2 (IL-2) activated killer (LAK) cell 
mediated lysis of tumor cells may vary, e.g., depending on the stage of 
tumor cell differentiation. In case of the colorectal tumor cell line 
HT-29, docetaxel, besides being an antiproliferative agent, 
induces HT-29 cell differentiation. Using this inducer we studied the 
effect of the thymic polypeptide prothymosin alphal (Proalphal) 
on the LAK-cell-activity against untreated and differentiated HT-29 cells, 
as measured by lymphocyte adhesion, immunocytotoxicity and secretion of 
cytokines. It was observed that unstimulated lymphocytes showed a better 
adherence to and higher cytotoxicity against docetaxel (3X10-9 
M) treated cells. Generation of LAK-cells by IL-2 (10 U/ml) increased 
lymphocyte adhesion as well as tumor cell lysis more effectively on 
treated cells. While anti-LFA-3, -CD44v6, - CD15, -VLA-4 and CD13 mAb 
reduced lymphocyte adhesion, CEA mAb increased the binding to the tumor 
cells. The stronger adherence of the LAK-cells to treated HT-2 9 cells 
appears to be mediated by the VLA-4 adhesion molecule. Proalphal 
stimulates adhesion to and immunocytotoxicity of LAK-cells against tumor 
cells. With respect to these parameters, combination with low (10 U/ml) 
IL-2 was equally effective compared with high (20 U/ml) doses of iL-2. 
Treated HT-29 cells were more susceptible to Proalphal-stimulated 
LAK-cells. Increased cell adhesion and immunocytotoxicity of LAK-cells was 
associated with increased secretion of TNF-alpha, with no significant 
participation of IFNgamma. Thus, Proalphal in combination with IL-2 is 
more effective in lymphocyte mediated tumor cell lysis of 
docetaxel-treated, differentiated HT-29 colon carcinoma cells. 
This may provide a rational basis for the improvement of selected 
chemoimmuno- therapy protocols. 
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Population pharmacokinetics of docetaxel in 
Japanese patients (Meeting abstract) . 
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Dept. of Pharmacy, Kobe University Hospital, Kobe 650, 
Japan . 
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Pharmacokinetics of docetaxel (Taxotere) have been 

investigated by a population analysis using the 662 plasma concentration 
data obtained from 102 Japanese patients who participated in phase I and 
II clinical trials. Docetaxel disposition was described by a 
3-compartment linear model at the dose range of 10-90 mg/m2 . NONMEM 
analysis showed that the docetaxel clearance was related to the 
body surface area (BSA, m2) and serum albumin level (ALB, g/100 ml) and 
inversely correlated with alpha 1-acid glycoprotein level (AAG, 
mg/100 ml) and age. The patients having hepatic dysfunction (HEP1=1) 
indicated by the elevation of GOT or GPT greater than 60 lU/I showed 12% 
reduction in clearance. The population mean of clearance was described by 
CL=:=BSA (37.0-0.0629AAG-0.192AGE+0.542ALB) (1-0 . 124HEP1) . The remaining 
interindividual variability was 26%. These results were comparable to 
those obtained in European and American population (Bruno et al, ASCO; 
1995) , and the mean clearance for the Japanese and European/American were 
20.3 and 20.6 (L/hr/m2) , respectively. This finding suggests no racial 
difference in the elimination of docetaxel. Since dose-limiting 
toxicity (myelosuppression) was related to the AUC according to a 



pharmacodynamic analysis, the present population model is useful for 
optimizing an individual dose of docetaxel to reach the target 
AUG level. 

(C) American Society of Clinical Oncology 1997. 
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A population pharmacokinetic model for docetaxel 
(Taxotere) : model building and validation. 

Bruno R; Vivler N; Vergniol J C; De Phillips S L'/ Mont ay G; 
Sheiner L B 

Department of Laboratory Medicine, School of Medicine, 
University of California, San Francisco, USA. 
JOURNAL OF PHARMACOKINETICS AND BIOPHARMACEUTICS , 
(1996 Apr) 24 (2) 153-72. 
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A sparse sampling strategy (3 samples per patient, 521 patients) was 
implemented in 22 Phase 2 studies of docetaxel (Taxotere 
) at the first treatment cycle for a prospective population 
pharmacokinetic evaluation. In addition to the 521 Phase 2 patients, 26 
(data rich) patients from Phase I studies were included in the analysis. 
NONMEM analysis of an index set of 2 80 patients demonstrated that 
docetaxel clearance (CL) is related to alpha 1-acid glycoprotein ( 
AAG) level, hepatic function (HEP), age (AGE), and body surface 
area (BSA) . The index set population model prediction of CL was compared 
to that of a naive predictor (NP) using a validation set of 267 patients. 
Qualitatively, the dependence of CL on AAG, AGE, BSA, and HEP 
seen in the index set population model was supported in the validation 
set. Quantitatively, for the validation set patients overall, the 
performance (bias, precision) of the model was good (7 and 21%, 
respectively), although not better. than that of the NP. However, in all 
the subpopulations with decreased CL, the model performed better than the 
NP; the more the CL differed from the population average, the better the 
performance. For example, in the subpopulation of patients with 
AAG levels > 2.27 g/L (n = 26), bias and precision of model 
predictions were 24 and 32% vs. 53 and 53%, respectively, for the NP. The 
prediction of CL using the model was better (than that of the NP) in 73% 
of the patients. The population model was redetermined using the whole 
population of 547 patients and a new covariate, albumin plasma level, was 
found to be a significant predictor in addition to those found previously. 
In the final model, HEP, AAG, and BSA are the main predictors of 
docetaxel CL. 
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AB The binding of docetaxel to human plasma proteins was studied by • 
ultrafiltration at 37 degrees C and pH 7.4. Docetaxel was 
extensively (> 98%) plasma protein bound. At clinically relevant 
concentrations (1-5 micrograms/ml) , the plasma binding was 
concentration- independent . Lipoproteins , alphal-acid 
glycoprotein and albumin were the main carriers of docetaxel in 
plasma, and owing to the high interindividual variability of 
alphal-acid glycoprotein plasma concentration, particularly in 
cancer, it was concluded that alphal-acid glycoprotein should be 
the main determinant of docetaxel plasma binding variability. 
Drugs potentially coadministered with docetaxel (cisplatin, 
dexamethasone, doxorubicin, etoposide, vinblastine) did not modify the 
plasma binding of docetaxel. In blood, docetaxel was 
found to be mainly located in the plasma compartment (less than 15% 
associated to erythrocytes) . 
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AB BACKGROUND. Estramustine previously has been shown to interact with 

P-glycoprotein and to restore intracellular accumulation of vinblastine 
and paclitaxel in cells overexpressing this drug transporter. 
However, the ability of estramustine to potentiate the cytotoxicities of 
several drugs was less than that expected. To resolve this apparent 
discordance, the authors examined the effects of serum on the actions of 
estramustine. METHODS. The cytotoxicities of anticancer drugs with or 
without estramustine or verapamil toward MCF-7 breast carcinoma cells and 
a P-glycoprotein-overexpressing subline MCF-7/ADR were determined using 
the sulforhodamine-binding assay. The extent of intracellular accumulation 
of [3H] vinblastine and [3H] paclitaxel was determined for each 
using standard methods, and the binding of radiolabeled drugs to plasma 
proteins was characterized by equilibrium dialysis. RESULTS. Without 
serum, the sensitivities of MCF-7/ADR cells to several 
P-glycoprotein-transported drugs were increased by estramustine and 
verapamil. Conversely, when the cells were treated with a 10% serum, the 
cytotoxicities of these drugs were increased by verapamil, but not by 
estramustine. Without serum, intracellular accumulation of [3H] vinblastine 
and [3H] paclitaxel by MCF-7/ADR cells was increased markedly by 
verapamil and estramustine; however, serum suppressed the effects of 



estramustine much more strongly than those of verapamil. Equilibrium 
dialysis experiments demonstrated that [3H] estramustine binds to plasma 
proteins, predominantly albumin, whereas [3H] paclitaxel binds to 
albumin and alpha 1-acid-glycoprotein, and [3H] vinblastine binds 
predominantly to alpha 1-acid-glycoprotein. CONCLUSION. Although 
estramustine can bind to P-glycoprotein, its effectiveness as a reversing 
agent in vivo likely is limited by binding to plasma proteins. 
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Population pharmacokinetics/pharmacodynamics (PK/PD) of 
docetaxel (Taxotere) in phase II studies 
(Meeting abstract) . 

Bruno R; Hille D; Thomas L; Riva A; Sheiner L B 
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A sparse sampling strategy (3 samples per patient; pt) was implemented in 
22 phase II studies (577 pts) of docetaxel (D) for prospective 
population PK/PD evaluation. Population PK analysis (547 pts, nonlinear 
mixed effect modelling) demonstrated that interpatient variability (50.2%) 
of D clearance (CL; mean: 36.7 1/hr) correlates with body surface area 
(BSA) , alpha 1-acid glycoprotein (AAG) plasma level and hepatic 
enzyme plasma levels. PK/PD analysis (logistic and Cox regression models) 
using Bayesian estimates of individual pt CL demonstrated that, after 
adjustment for the effects of other covariates, CL variability is a strong 
predictor of the odds of grade 4 neutropenia (500 pts. Grade 4: 62%), and 
is weakly related to the risk of fluid retention (569 pts, occurrence 
50%) . CL variability related to BSA is adequately accounted for by dosing 
D in mg/m2. As AAG is by itself a predictor of PD effects, it 
was not possible to assess whether AAG influences PD through its 
effect on PK. Finally, no evidence was found of an increased odds of 
neutropenia grade 4 in the subpopulation of pts with elevated hepatic 
enzymes (16 pts, grade 4: 63%) despite a 30% reduction in CL, nor do the 
data support a relationship between CL and response rate (RR) in breast 
cancer (146 pts, RR: 59%) and NSC lung cancer (151 pts, RR: 29%) . 
(C) American Society of Clinical Oncology 1997. 
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AB The binding of taxol to human plasma and to individual plasma proteins was 
studied by equilibrium dialysis. Taxol was found to bind extensively 
(about 95%) without a significant difference between healthy volunteers 
and cancer patients. At clinically relevant concentrations (0.1-6 microM) , 
the binding was found to be concentration independent, indicating 
nonspecific hydrophobic binding. Human serum albumin and alpha 1-acid 
glycoprotein were found to contribute about equally to the binding, with a 
minor contribution from lipoproteins. None of the drugs commonly 
coadministered with taxol (dexamethasone , diphenhydramine, ranitidine, 
doxorubicin, 5 -f luorouracil and cisplatin) altered the binding of taxol 
significantly. The protein binding of taxol was found to dramatically 
decrease the red blood cell uptake of taxol. 
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A role for microtubules in sorting endocytic vesicles in 
rat hepatocytes. 
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The vectorial nature of hepatocyte receptor-mediated endocytosis (RME) and 
its susceptibility to cytoskeletal disrupters has suggested that, a 
polarized network of microtubules plays a vital role in directed movement 
during sorting. Using as markers a well-known ligand, asialoorosomucoid, 
and its receptor, we have isolated endocytic vesicles that bind directly 
to and interact with stabilized endogenous hepatocyte microtubules at 
specific times during a synchronous, experimentally initiated, single wave 
of RME. Both ligand- and receptor-containing vesicles copelleted with 
microtubules in the absence of ATP but did not pellet under similar 
conditions when microtubules were not polymerized. When 5 mM ATP was added 
to preparations of microtubule -bound vesicles, ligand-containing vesicles 
were released into the supernatant, while receptor-containing vesicles 
remained immobilized on the microtubules. Release of ligand-containing 
vesicles from microtubules was prevented by monensin treatment during the 
endocytic wave. Several proteins, including the microtubule motor protein 
cytoplasmic dynein, were present in these preparations and were released 
from microtubule pellets by ATP addition concomitantly with ligand. These 
results suggest that receptor domains within the endosome can be 
immobilized by attachment to microtubules so that, following 
monensin-sensitive dissociation of ligand from receptor, ligand-containing 
vesicles can be pulled along microtubules away from the receptor domains 
by a motor molecule, such as cytoplasmic dynein, thereby delineating 
sorting . 
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AB Baseline alpha-l-acid glycoprotein ( 

AAG) and docetaxel (D) clearance (and/or exposure) were 

previously found to be independent predictors of D safety (all tumor types 
combined) and of time to progression (TTP) in NSCLC (1) . The predictors of 
treatment outcome and survival of advanced NSCLC patients entered in 4 
Phase II studies (n = 180) of D (100 mg/m [Superscript 2]) were 
investigated using logistic and Cox multivariate regressions. Univariate 
analysis showed that compared to patients with high AAG (>=1.92 
g/L (75 percentile)), patients with low AAG (<=1.09 g/L (25 
percentile)) experienced more side effects (e.g. febrile neutropenia: 19% 
vs. 2.3%, p = 0.02) but had a higher response rate (44% vs. 14%, p = 
0.002), a longer TTP (18 vs . 9 . 7 weeks, p = 0.006) and a much longer 
survival: 16 months compared to 5 . 2 months (p < 0.0001). In multivariate 



models, in addition to TTP (1) , AAG was an independent 

prognostic factor for the incidence of severe side effects at first cycle 
(p = 0.006 with an interaction with D clearance), for response rate (odds 
ratio for non response in high AAG patients: 5.5, p = 0.006), 
and for survival (p < 0.0001) . In conclusion, low AAG is 
independently associated with better efficacy and longer survival in 
advanced NSCLC treated with docetaxel . (1) R. Bruno et al . 
Population pharmacokinetics /pharmacodynamics of docetaxel in 
phase II studies in patients with cancer. J. Clin. Oncol., in press. 
(C) American Society of Clinical Oncology 1998. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
AB Purpose: The population pkarmacokinetic/pharmacodynamic (PK/PD) 

approach was prospectively integrated in the clinical development of 
docetaxel to assess the PK profile in a large population of 
patients and investigate systemic exposure as a prognostic factor for 
clinical outcome, 

Patients and Methods: PK analysis was performed at first course in 24 
phase II studies of docetaxel monotherapy using four randomized 
limited-sampling schedules, Bayesian estimates of clearance (CL) , area 
under the concentration- time curve (AUC) , and peak and duration of plasma 
levels greater than threshold levels were used as measures of exposure. PD 
data included for efficacy, response rate, time to first response, and 
time to progression (TTP) in breast cancer and non-small-cell lung cancer 
(NSCLC) , and for toxicity, grade 4 neutropenia, and febrile neutropenia at 
first course and time to onset of fluid retention, PK/PD analysis was 
conducted using logistic and Cox multivariate regression models. 

Results: PK protocol implementation was successful. Most of the 
patients registered (721 of 936, 77%) were sampled and 68% were assessable 
for PK (640 patients) , First-course docetaxel AUC was a 
significant predictor (P = .0232) of TTP in NSCLC (n = 151), 
Docetaxel CL was ct strong independent predictor (P < .0001) of 
both grade 4 neutropenia and febrile neutropenia (n = 582) . Cumulative 
dose was the strongest predictor (P < .0001) of the time to onset of fluid 
retention (n = 631). However, the duration of exposure over 0.20 mu mol/L 
(0.16 mu g/mL) at first course was an independent predictor (P = .0029). 
Few patients (n = 25, 4%) received the recommended dexamethasone 
premedication . 

Conclusion: First-course docetaxel PK is a predictor of 
first-course hematologic toxicity, but also of fluid retention, which is 
cumulative in nature. Patients with elevated hepatic enzymes have a 27% 
reduction in docetaxel CL and are at a higher risk of toxicity, 
A starting dose of 75 mg/m(2) is currently being evaluated in this 
population, prospective implementation of large-scale population PK/PD 
evaluation is feasible in early drug development and this approach 
generates clinically relevant findings, (C) 1998 by American Society of 
Clinical Oncology. 
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AB Pharmacokinetics of docetaxel (Taxotere) have been 

investigated by a population analysis using the 662 plasma concentration 
data obtained from 102 Japanese patients who participated in phase I and 



II clinical trials. Docetaxel disposition was described by a 

3 -compartment linear model at the dose range of 10-90 mg/m2 . NONMEM 

analysis showed that the docetaxel clearance was related to the 

body surface area (BSA, m2) and serum albumin level (ALB, g/lOO ml) and 

inversely correlated with alpha 1-acid 

glycoprotein level (AAG, mg/lOO ml) and age. The patients having 
hepatic dysfunction (HEP1=1) indicated by the elevation of GOT or GPT 
greater than 60 lU/I showed 12% reduction in clearance. The population 
mean of clearance was described by CL=BSA (37 . 0-0 . 0629AAG- 
0 . 192AGE+0 . 542ALB) ( 1-0 . 124HEP1) . The remaining interindividual 
variability was 26%. These results were comparable to those obtained in 
European and American population (Bruno et al, ASCO; 1995) , and the mean 
clearance for the Japanese and European/ American were 2 0.3 and 2 0.6 
(L/hr/m2) , respectively. This finding suggests no racial difference in the 
elimination of docetaxel. Since dose-limiting toxicity 

(myelosuppression) was related to the AUG according to a pharmacodynamic 
analysis, the present population model is useful for optimizing an 
individual dose of docetaxel to reach the target AUG level. 
(G) American Society of Glinical Oncology 1997. 
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A sparse sampling strategy (3 samples per patient, 521 patients) was 
implemented in 2 2 Phase 2 studies of docetaxel (Taxotere 
) at the first treatment cycle for a prospective population 
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AB 



pharmacokinetic evaluation. In addition to the 521 Phase 2 patients, 26 
(data rich) patients from Phase I studies were included in the analysis. 
NONMEM analysis of an index set of 280 patients demonstrated that 
docetaxel clearance (CL) is related to alpha 1 
-acid glycoprotein (AAG) level, hepatic function 

(HEP) , age (AGE) , and body surface area (BSA) . The index set population 
model prediction of CL was compared to that of a naive predictor (NP) 
using a validation set of 267 patients. Qualitatively, the dependence of 
CL on AAG, AGE, BSA, and HEP seen in the index set population 
model was supported in the validation set. Quantitatively, for the 
validation set patients overall, the performance (bias, precision) of the 
model was good (7 and 21%, respectively) , although not better than that of 
the NP. However, in all the subpopulations with decreased CL, the model 
performed better than the NP; the more the CL differed from the population 
average, the better the performance. For example, in the subpopulation of 
patients with AAG levels > 2.27 g/L (n = 26), bias and precision 
of model predictions were 24 and 32% vs. 53 and 53%, respectively, for the 
NP. The prediction of CL using the model was better (than that of the NP) 
in 73% of the patients. The population model was redetermined using the 
whole population of 54 7 patients and a new covariate, albumin plasma 
level, was found to be a significant predictor in addition to those found 
previously. In the final model, HEP, AAG, and BSA are the main 
predictors of docetaxel CL. 
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The binding of docetaxel to human plasma proteins was studied by 
ultrafiltration at 37 degrees C and pH 7.4. Docetaxel was 
extensively (> 98%) plasma protein bound. At clinically relevant 
concentrations (1-5 micrograms /ml ) , the plasma binding was 
concentration- independent . Lipoproteins, alphal-acid glycoprotein and 
albumin were the main carriers of docetaxel in plasma, and owing 
to the high interindividual variability of alphal-acid glycoprotein plasma 
concentration, particularly in cancer, it was concluded that alphal-acid 
glycoprotein should be the main determinant of docetaxel plasma 
binding variability. Drugs potentially coadministered with 
docetaxel (cisplatin, dexamethasone, doxorubicin, etoposide, 
vinblastine) did not modify the plasma binding of docetaxel. In 
blood, docetaxel was found to be mainly located in the plasma 
compartment (less than 15% associated to erythrocytes) . 
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BACKGROUND. Estramustine previously has been shown to interact with 
P-glycoprotein and to restore intracellular accumulation of vinblastine 
and paclitaxel in cells overexpressing this drug transporter. 
However, the ability of estramustine to potentiate the cytotoxicities of 
several drugs was less than that expected. To resolve this apparent 
discordance, the authors examined the effects of serum on the actions of 
estramustine. METHODS. The cytotoxicities of anticancer drugs with or 
without estramustine or verapamil toward MCF-7 breast carcinoma cells and 
a P-glycoprotein-overexpressing subline MCF-7/ADR were determined using 
the sulforhodamine -binding assay. The extent of intracellular accumulation 
of [3H] vinblastine and [3H] paclitaxel was determined for each 
using standard methods, and the binding of radiolabeled drugs to plasma 
proteins was characterized by equilibrium dialysis. RESULTS. Without 
serum, the sensitivities of MCF-7/ADR cells to several 
P-glycoprotein-transported drugs were increased by estramustine and 
verapamil. Conversely, when the cells were treated with a 10% serum, the 
cytotoxicities of these drugs were increased by verapamil, but not by 
estramustine. Without serum, intracellular accumulation of [3H] vinblastine 
and [3H] paclitaxel by MCF-7/ADR cells was increased markedly by 
verapamil and estramustine; however, serum suppressed the effects of 
estramustine much more strongly than those of verapamil. Equilibrium 
dialysis experiments demonstrated that [3H] estramustine binds to plasma 
proteins, predominantly albumin, whereas [3H] paclitaxel binds to 
albumin and alpha 1-acid-glycoprotein, and 
[3H] vinblastine binds predominantly to alpha 1- 

acid-glycoprotein. CONCLUSION. Although estramustine can bind to 
P-glycoprotein, its effectiveness as a reversing agent in vivo likely is 
limited by binding to plasma proteins. 
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A sparse sampling strategy (3 samples per patient; pt) was implemented in 
22 phase II studies (577 pts) of docetaxel (D) for prospective 
population PK/PD evaluation. Population PK analysis (547 pts, nonlinear 
mixed effect modelling) demonstrated that interpatient variability (50.2%) 
of D clearance (CL; mean: 36.7 1/hr) correlates with body surface area 
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(BSA) , alpha 1-acid glycoprotein ( 

AAG) plasma level and hepatic enzyme plasma levels. PK/PD analysis 
(logistic and Cox regression models) using Bayesian estimates of 
individual pt CL demonstrated that, after adjustment for the effects of 
other covariates, CL variability is a strong predictor of the odds of 
grade 4 neutropenia (500 pts, Grade 4: 62%), and is weakly related to the 
risk of fluid retention (569 pts, occurrence 50%) . CL variability related 
to BSA is adequately accounted for by dosing D in mg/m2 . As AAG 
is by itself a predictor of PD effects, it was not possible to assess 
whether AAG influences PD through its effect on PK. Finally, no 
evidence was found of an increased odds of neutropenia grade 4 in the 
subpopulation of pts with elevated hepatic enzymes (16 pts, grade 4: 63%) 
despite a 30% reduction in CL, nor do the data support a relationship 
between CL and response rate (RR) in breast cancer (146 pts, RR: 59%) and 
NSC lung cancer (151 pts, RR: 2 9%) . 
(C) American Society of Clinical Oncology 1997. 
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The binding of taxol to human plasma and to individual plasma 
proteins was studied by equilibrium dialysis. Taxol was found to 
bind extensively (about 95%) without a significant difference between 
healthy volunteers and cancer patients. At clinically relevant 
concentrations (0.1-6 microM) , the binding was found to be concentration 
independent, indicating nonspecific hydrophobic binding. Human serum 
albumin and alpha 1-acid glycoprotein were 

found to contribute about equally to the binding, with a minor 

contribution from lipoproteins. None of the drugs commonly coadministered 

with taxol (dexamethasone, diphenhydramine, ranitidine, 

doxorubicin, 5 -f luorouracil and cisplatin) altered the binding of 

taxol significantly. The protein binding of taxol was 

found to dramatically decrease the red blood cell uptake of taxol 



AUTHOR : 

CORPORATE SOURCE 



SOURCE 



PUB. COUNTRY: 
DOCUMENT TYPE 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



LIO ANSWER 11 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

AUTHOR : 

CORPORATE SOURCE: 

CONTRACT NUMBER: 
SOURCE : 



11 MEDLINE 

92357764 MEDLINE 
92357764 PubMed ID: 1353884 

A role for microtubules in sorting endocytic vesicles in 
rat hepatocytes . 
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AB The vectorial nature of hepatocyte receptor-mediated endocytosis (RME) and 
its susceptibility to cytoskeletal disrupters has suggested that a 
polarized network of microtubules plays a vital role in directed movement 
during sorting. Using as markers a well-known ligand, asialoorosomucoid, 
and its receptor, we have isolated endocytic vesicles that bind directly 
to and interact with stabilized endogenous hepatocyte microtubules at 
specific times during a synchronous, experimentally initiated, single wave 
of RME. Both ligand- and receptor-containing vesicles copelleted with 
microtubules in the absence of ATP but did not pellet under similar 
conditions when microtubules were not polymerized. When 5 mM ATP was added 
to preparations of microtubule -bound vesicles, ligand- containing vesicles 
were released into the supernatant, while receptor-containing vesicles 
remained immobilized on the microtubules. Release of ligand-containing 
vesicles from microtubules was prevented by monensin treatment during the 
endocytic wave. Several proteins, including the microtubule motor protein 
cytoplasmic dynein, were present in these preparations and were released 
from microtubule pellets by ATP addition concomitantly with ligand. These 
results suggest that receptor domains within the endosome can be 
immobilized by attachment to microtubules so that, following 
monensin-sensitive dissociation of ligand from receptor, ligand-containing 
vesicles can be pulled along microtubules away from the receptor domains 
by a motor molecule, such as cytoplasmic dynein, thereby delineating 
sorting . 
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